# f *r m jj & ^ 



P CT 

(&gi2*. &mmm% 56 *) 

[ P C T 36 P C T &glj 70] 




(Omm^^ 148344-176 


^*«>¥«#»c:oV^Ttt, MPCT/I PEA/4 1 6«r#HBi-Sri:o 


PCT/JP2 0 04/0 0 8 2 2 4 


(0. M. ^) 1 1. 0 6. 2 0 04 


(B.^.<¥) 1 3. 0 6. 2 0 0 3 


g^ftf^il ( I PC) IntCL 7 C12N15/09, A61K48/00, 38/17, A61P25/28 





1. :o««tt, PCT35*^S<5^r<OgBg^«#S«HT^J«$HfcS8R^SS«^T*fe5o 



2. ^Oi^If^(i> roSRtiftTiSt 



3. ro*ft^cttft(©wJRft^tt>jRfj■^Fi^Tv^s. 

H2&t5/xttUffi^fflJW (pc rmM\ 70. 16 j&tmS£*ffllUJSS 607 «»HB) 



zf^^tso {mmmwm 802 



4. roiiflf^lt Rort*«:*ir 0 



F 


mim 




r 


mum 




F 






r 






F 




pcT35*(2)»ca^-rs«fatt. ai*ttxr±iS*±of(j«^r«ttKiov^-croflji, ztiz&n 


F 


grviffii 




r 






r 


Sgvm«8 





06. 01. 2005 


26. 09. 2005 


B*S#i*lF/T (I PEA/ J P) 

SHg#-^- 100-8915 
m^aS^ftEBEStASgiHTi 4#3-§- 


Vfftfrm&t (ttPSrofcSWUI) 4B 3334 


(KJ1 »0 

^f§#-S§- 03-3581-1101 ftgi 3 4 4 8 



MPCT/IPEA/4 0 9 mm (2 0 0 4^1^) 



PCT/JP2004/008224 



1. loiifiigiStt, rm^-rm^m<\^\ mm&m<ommzmmt l/c 



r PC rmmi2. 3&tf23. 1 (b) ^ 5 H^P^ 

r pc T&S1J12. 4i^> 5 s^r^ 

r PC T $.11)55. 2X1255. 3^ 5 H^^d^ 
2. rt^^^TiB^ttl^S^^S^i: Lfco (i£Sg6& (PCT14£0 <DMmz&<5 < ft ^\zfo&~r Ztz fremiti 2 



F wimm 

m w7 



F it^co^ia 

^ 

1,3,4,6,7,9,10,12-14 



15-18 



31*. PCT1 9lfe^m^^^#^$ttfct>^ 

jg* 13.04. 2005 Mti-T-B^^^gg^S3Sbfc^^ 



F 



1-4 



3. F ffiIEMJ:9, Teo*«asB'J»£*tfc. 

r wa* « ^ 

F ff^^®H % 2 > 5 > 8 » n * 

r Ei® * . -*-svb 



?LX£titih(DkmibL>tiZ><DX\ *<DffiiE&£titzfr<>izi><Dt LTfftfcu*:. (PCTgL&l 70.2(c)) 

r n** « 

r m*0«KB si . * 

r HB « - *<-SVB 



* 4. ^K^i"S*^, ^G0fll£ftl£ 'superseded" iKA£*L5 w 



f^PCT/IPEA/4 0 9 («Ifl) (2 0 0 4^1^) 



HIStH^#-§- PCT/JP 2 0 0 4/0 0 8 2 2 4 



PCT m 34 3b (4) (a) (i)fttf PCT %BU 67. l (iv) <D&fe\z. <t (J % HIRW»aE«r1-« - fc £g L&i>*ttfcfc 



r himf, »#o«5H5BL<ttEra GWc«l-tt5M xtt»*<&«iB 

IHttds, ^FWflTe ^.SPSr^*f ^ k3&5x*^^v^ (I#fti:Btt5-t) . 



KPCT/IPEA/4 0 9 («ffl«) (2 0 04^1^) 



r 

r 
r 



BRAHMS* 



@BR£iSS#-t PCT/ J P 2 0 0 4/0 0 8 2 2 4 



fSVffij «att, jt*ttXtt«H±©!FUfflpr«ttliOV^OifeJBl2ft (PCT35*(2)) £ftK>«A«. 
1. JIM 

mmfe (n) fi*w©H 

it*N± (IS) S*oSeIS 

s^-h©fijfflprtgtt (i a) m-Rcomm 



2. STffllRtmW (PCTSBU70.7) 

ifcigfe 5:WO 1999/27944 Al, (ATHENA NEUROSCIENCES.INC.), 1999.06.10 

^Cifc 7-JOHNSTONE.E.M. et al., Biochem.Biophys.Res.Commun., (1996), Vol.220, pp.710-718 

Xfik 8:DURING,M.J. et al., SCIENCE, (2000), Vol.287, pp.1453-1460 

Xffii 9:TARKOWSKI,E. et al., Neurobiology of Aging, (2002), Vol.23, pp.237-243 

(a)X»5Kll, Afl (»T> ^75n^ K^*- K fc V * 5 ) ©*0EJDRtt©*>5»f^- (A/3 1-12A/3 1-42 

^KSr, TA'S'-'^t- ^fcD^-rA^^^S PDAPP-^^^^^-i-S^, 7^5"^^- ^ 
W^fli<DloT-feSllg^«©T5 n^T K©*«#, &#(^'>H"5 ^ £ a 5 lElK£n-CV^(!mc N 
Fig.l2#Mi 0 )„ JDDX-Tx fllTBftffiWtt© XTJ«i6acJBtt©*>5Wr>T-S:'artfaKy^^KS: 

T, T/uy/>W ^-^©MtfflV^^ i: S *Vf V*S«a»l» 21 M:i5-26 fr B ,35 *tB -22 H:2 

fTBti. ) 0 

(b^iSK 7 left, 37?o^f K^T" K (1-43) ©±aem. APP <D 1-19 T 5 7 5 APP <D*s 

(c) Sit* 8 1^ F^^m-rS^^^KT-feS NMDAR£=»- KLfclfi^-*:, gag4l:i077 

(d) :£i& 9 ICfi, CSF(cerebrospinal fluid) 1 ?© TGF- /3 TW^i -r—fii<DB&&<DjjtK 

mm^AcDMmmtit^xM^^ttmm^tix^Mm^s Fig.2#ss 0 > B 



1.3.4,6,7,9,10,12-16,18 *T 

m 

m 

1,3,4,6,7,9,10.12-16,18 % 

1,3,4,6,7,9,10,12-16,18 * 



iSPCT/IPEA/4 09 (SgVffii) (2 004*1^) 



Wmftm&Jlr PCT/JP 2 004/0 0 8 2 2 4 



1. feSS^t^Kfc^tf (PCT»Ulj70.10) 

tassel- ^*db msiB 

Wff#» (B. ^. g) (p. m. m (p. S) 

WO 2004/050876 A 17.06.2004 01.12.2003 29.11.2002 
[E,X] 



2. *®^ctSH^^OK^ (PCT&IUJ70.9) 



(B. ^. g g@<OBrt (B. fl. ^) 



i^PCT/IPEA/4 0 9 (fgVI$3) (2 0 0 4^1^) 



litlieSf PCT/JP2 0 04/008 2 24 



a. ^-r^ F b$ix 

c. gmB#»3 r uw**>guituHic£**i* 



3 . : 



**I«|4. ^KS-T5»-&, H»ASIBM*XttlBW*fcBBiBi-S^— "superseded" bftAZtiZ^k&hZo 



S^PCT/IPEA/4 0 9 OEyW^BBi-S*^*) (2004^U) 



@Ktt5^#-§- PCT/J P2 0 04/0 0'8 2 24 



RMtOffiBB 1,3,4,6,7,9,10,12-16,18 ^SE*o<7>3§9?te, Xffi. 5 £ 7 k XM 8 fc J: t> , it3M4£W£ 
£LTfflV\ £>o % 375o^ K«r=» — Ki"5 DNA TfV ^#!7-f A,*'** ^-v/7tA 

xm8\z$em<Dv?<?^iSttMtk-t-z>ttmmmi&.b, m*0mwBML<D&m&*t*Lb-rz>TA'y 

t^y^f-cfesir^, j3T$ p-f K-<^ Ko±giE^,APP(D i-i9T$ y^tdffi^-rs APP 

K (1-42) iSciSfc 7 ^1S*<DJ; 5 APP <D'y^-T/v^<^ Y&m&\*1tM&9 >/<?W* 

= -KLfcDNAS:BI«U Lfc DNA Xitt 8 ^SB*©*ffit «fc 5 „ 7f/ Sfi#!7^ /W*^ 

* — Sr, iSP!7^^^(DT/^/>-r-7-^0^|S^^Ji: LtlV^wttt, 5. 

fc^^ ifiifff 1 © TGF-J3 1 ^^{ST-rSi:V>5^i-oVNT{i > X^ 9 ^mm<D X v 

CSF f©TGF-5©M^ 7/i'y/v^T-iclfSOji)!, «**A©»flB#i:Jt'<Ti«V^V>5 
- k <h> Xffli 5 \zmm<DX o\C J37?n/f K£\ 7^5'^-i'-7-|!» ; tf^-7^7|:g4t 



i^PCT/lPEA/40 9 M) (2004¥lJ) 



